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REMARKS 

Reconsideration is requested. 

A Rule 181 Petition to request the Commissioner's review of tlie Examiner's 
restriction requirement is being separately filed herewith and review and withdrawal of 
the restriction requirement, and a favorable Decision on the Petition, are requested prior 
to the Examiner's next substantive Action for the reasons described therein. 

The specification has been amended above by inserting the attached 23 page 
substitute specification In place of the orlglnally-filed pages 1-23 of the specification. A 
24 page marked-up copy of the attached substitute specification is attached wherein 
changes have been shown in underlined and bracketed text. The attached substitute 
specification includes a heading label for the Figures description and the Examiner's 
preferred forni of reference to sequence identifiers has been inserted. The specification 
has also been revised to refer to TWEEN 20 in capital letters with a generic description 
of the product as found at http://en.wikipedla.org/wiki/Polysorbate_20 on July 17, 2007. 
No new matter has been added. Withdrawal of the objections to the specification Is 
requested. 

Claim 14 has been amended, and claim 17 added based on the unamended 
claim 14. No new matter has been added. Claim 17 is drawn to non-elected subject 
matter. Claims 18-21 have been added and find support, for example, In originally-filed 
claim 10. Claims 18-21 are believed to read on the elected subject matter. No new 
matter has been added. 
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Copies of the documents listed on tlie previously-filed PTO 1449 Form are filed 
herewith. Consideration of the documents and acknowledgement of same, pursuant to 
MPEP § 609, are requested. 

The Examiner's comment regarding the disclosure of the priority document is 
noted however the applicants believe that the EP priority document provides a generic 
definition and description of the noted sequence. Therefore, it is believed that benefit of 
the priority application should be accorded. 

The Section 112, first paragraph "written description" and "enablement", 
rejections of claims 10-12 are traversed. Reconsideration and withdrawal of the 
rejection are requested as one of ordinary skill In the art will appreciate from a review of 
the specification, as will as the generally advanced level of skill in the art, that the 
applicants were in possession of the claimed invention at the time the application was 
filed. One of ordinary skill will further appreciate that no more than a reasonable 
amount of experimentation is required to practice the claimed invention once given the 
present specification. The Examiner is requested to see the results presented below as 
evidence of the same. Withdrawal of the Section 112, first paragraph, rejections are 
requested. 

The applicants note for completeness that the Examiner's rejections under 
Section 112, first paragraph, and the Section 102 rejection discussed below, are 
inconsistent and withdrawal of at least the Section 112, first paragraph, rejections or the 
Section 102 rejection is requested. Specifically, the applicants believe that the claimed 
invention can not be both anticipated by the art, and thus allegedly known and available 
in the art prior to the applicants filing date, and also not described in the application to 
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an extent that the applicant (also at least one of ordinary skill in the art) did not have 
possession of the invention and/or was allegedly not able to practice the claimed 
invention without undue experimentation. Withdrawal of at least one of the Section 112, 
first paragraph, rejections or the Section 102 rejection is requested. 

The Section 112, second paragraph, rejection of 10-12 is obviated by the above 
amendments. The objected-to terms and phrases have been deleted from the 
amended claims, without prejudice, to advance prosecution. Withdrawal of the Section 
112, second paragraph, rejection of claims 10-12 is requested. 

The Section 102 rejection of claims 10-12 over W01 066572 is traversed. 
Reconsideration and withdrawal of the rejection are requested In view of the following 
distinguishing comments. 

The Examiner will appreciate that the cited W01 066572 is equivalent to U.S. 
Patent Application Publication No. US20030148324, which describes ORF550 as SEQ 
ID NO:784. U.S. Patent Application Publication No. US20030 148324, which is pending 
as application Serial No 10/238,075, is listed on the attached PTO 1449 Form along 
with the file history of Serial No. 10/238,075, which is being filed electronically in the 
above for the Examiner's consideration. Return of an initialled copy of the attached 
PTO 1449 Form is requested. 

The applications believe that there is no specific disclosure in the cited art of the 
use of SEQ ID NO: 134 for making a vaccine to induce an immune response in a patient 
and prevent bacterial infections. The applicants further believe that there is no 
disclosure in the cited art of a medical use of SEQ ID NO: 134. The applicants believe 
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that the cited document discloses polypeptides which are specific for the E. coli 
subgroup B2/D. 

The applicants submit that the majority of extraintestinal pathogenic E. coli 
(ExPEC) strains are closely related to B2/D phylogenetic groups. 

The applicants submit that the development of a drug and a protein based 
vaccine against ExPEC strains, has been obtained according to the invention by 
performing the following steps: 

identifying ExPEC specific genomic regions, using a comparative genome 
analysis, between non pathogenic E. coli strains and ExPEC strains; 

selecting ORFS which are conserved among B2/D clinical isolates and are 
encoding proteins with putative outer membrane localization; 

cloning these genes; 

purifying recombinant proteins, and 

assessing the capacity of the proteins to induce after immunization of mice, a 
significant immunity against a lethal challenge with a clinical ExPEC strains and, in 
passive immunization assays, the protection afforded by antigen-specific antibodies to 
naive mice against a lethal challenge. 

SEQ ID NO: 134 has then been selected as a target that elicit protective immune 
responses specific to ExPEC strains. 

The applicants submit experimental results hereunder obtained with SEQ ID 
NO:134 as well as another peptide disclosed in the specification of sequence SEQ ID 
NO:26. These results concern the protein detection using an immune serum collected 
from mice immunized or not with antigens before challenge wit E. coli S26 (Table I), and 
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the protection of Balb/c mice with recombinant E. coli proteins in different adjuvant from 
a lethal challenge (Table II). 



Table I 





Antibody 




mouse immune sero 


humon serum^ 


SEQ ID N° 


titer (xlO-^) 

0 


Total cell 
lysate ^ 


membrane recombinont 
fraction ^ protein ^ 


recombinant 
protein 


26 


512 




+ 




134 


64-512 









Immunogcnicity of antigens were measured in a quantitative (ELISA) or qualitative (western blot) manner. Total cell lysate 
and membrane fraction were from bacteria grown under iron starvation condition 

0. ELISA value wos calculoted os the recoprocal of the last dilution that gave signal twice the value of the background. 
Each experiments were made in duplicate 

b. Results were given as *+" or indicating that the native protein was detected or not by the antiserum 

c. results are from pooled human convalescent phase sera 



Table II 





vaccine 




Control 


protection 
(%)« 


statistical 


SEQ ID 


Alive/treated 


survival 

(%) 


Alive/treated survival (%) 


significance 
(/» value)" 


26 


24/41 


58 


9/18 50 


16 


>0.1 


134 


21/41 


51 


10/47 21 


38 


0,003 


6 weeks old female ba)b/c mice received 20 ^ of antigen or phosphate buffered saline (PBS) combined with complete 
Freund's adjuvant at Day 1. A boost dose of 10 ijg of antigen or PBS in incomplete f reund's adjuvant was odministroted to mice 
at day 21. 3 weeks later, mice were challenged with o dose of £ coliSZb calculated to kill 50-60 % of the population. Survival 
of mice was monitored for 2 days. 



a. Protection value calculated as [(% deod in control-% dead in voccine)/% dead in control]*100. 



b. Statistical test: Fisher's exact test 

The applicants believe that these results demonstrate the functionality of peptide 
SEQ ID NO:134 and its capacity to induce an immune response that can protect against 
an experimental challenge using a clinical ExPEC pathogenic strain. 
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The applicants believe that such results are not disclosed in the cited document 
and the applicants therefore believe that the claimed invention is patentable over the 
cited document. 

The claims are submitted to be in condition for allowance and a Notice to that 
effect Is requested. The Examiner is requested to contact the undersigned in the event 
anything further is required in this regard. 

Respectfully submitted, 
NIXON & VANDERHYE P.C. 



By: IB. J. Sadoff/ 

B. J. Sadoff 
Reg. No. 36,663 

BJS: 

901 North Glebe Road, 1 1th Floor 
Arlington, VA 22203-1808 
Telephone: (703) 816-4000 
Facsimile: (703)816-4100 
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